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Box No. I Basis of the report 



I. With regard to the language, this report is based on the international application in the language in which it was filed, unless 
otherwise indicated under this item. 

I I This report is based on translations from the original language into the following language 

which is the language of a translation furnished for the purposes of: 

| | international search (under Rules 12.3 and 23.1(b)) 

| | publication of the international application (under Rule 12.4) 

| | international preliminary examination (under Rules 55.2 and/or 55.3) 



2. With regard to the elements of the international application, this report is based on (replacement sheets which have been furnished 
to the receiving Office in response to an invitation under Article 14 are referred to in this reort as "originally filed" and are not 
annexed to this report): 

^1 the international application as originally filed/furnished 



□ 


the description: 






pages 


as orieinallv filed/furnished 




pages* 


received by this Authority on 




pages* 


received by this Authority on 


□ 


the claims: 






pages 


as originally filed/furnished 




pages* 
pages* 


as amended (together with any statment) under Article 19 
received by this Authority on 




oases* 


received by this Authority on 


□ 


the drawings: 






pages 


. as originally filed/furnished 



P a ges* . received by this Authority on 

Pages* received by this Authority on 



□ 

the sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing. 



I I The amendments have resulted in the cancellation of: 

1 1 the description, pages 

[ | the claims, Nos. 



I I the drawings, sheets 

I I the sequence listing (specify) : 

I | any table(s) related to sequence listing (specify) 



4 - EH This report has been established as if (some of) the amendments annexed to this report and listed below had not been 
made, since they have been considered to go beyond the disclosure as filed, as indicated in the Supplemental Box 
(Rule 70.2(c)). 

the description, pages 

I I the claims, Nos. 

Q lhe drawings, sheets '. , 

[7] the sequence listing (specify): 

I I any table(s) related to sequence listing (specify) : 



* If item 4 applies, some or all of those sheets may be marked "superseded. " 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1 . Statement 

Novelty (N) Claims 1 ' 21 

Claims 

Inventive step (IS) Claims *" 21 

Claims 

Industrial applicability (IA) Claims LlL? 

Claims 2Q ' 21 



2. Citations and explanations (Rule 70.7) 

The following documents are referred to in this report: 

Dl: KR 1999-0079268 A (05 Nov. 1999) 
D2: WO 01/21600 Al (29 March 2001) 
D3: WO 95/14681 Al (01 June 1995) 
D4: WO 95/14680 Al (01 June 1995) 
D5: WO 94/12481 Al (09 June 1994) 

1. Novelty 

The subject-matter of claims 1-21 in the present invention relates to an isoxazoline 
derivative of formula (1) as an inhibitor against various caspases, a process for 
preparing the same, and a therapeutic composition for preventing inflammation and 
apoptosis comprising the same. 

Dl discloses an isoxazoline derivative as an inhibitor against interleukin-l{3 converting 
enzymeOCE or caspase 1) and apopain/CPP-32(caspase 3). D2 discloses isoxazoline 
derivatives as a caspase inhibitor and they can be effectively used in treating diseases 
due to caspases such as dimentia, cerebral stroke, AIDS, diabetes, gastric ulcer, 
hepatitis, sepsis, organ transplantation rejection, and inflammation. D3 and D4 disclose 
isoxazoline derivatives which are selective inhibitors of phosphodiesterase type IV and 
they are useful as anti-inflammatory agents. D5 discloses isoxazoline derivatives 
having the ability to inhibit a 5-lipoxygenase enzyme and they are useful as anti- 
inflammatory agents. 

None of D1-D5 discloses the isoxazoline derivative of formula (1) in the present 
invention. 

Therefore, claims 1-21 of the present invention can be considered to be novel over 
Dl-D5[Article 33(2) PCT]. 
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Supplemental Box 

In case the space in any of the preceding boxes is not sufficient. 
Continuation of: 

Box V. 

The both isoxazol ine derivatives in 02 and the present invention have the same backbone 
structures, but slightly different subst i tuents. According to the comparison 
data(Table 5) of experiment 7 written in the specification of the present invention, 
the compound of formula (1) in the present invention is surprisingly superior to the 
isoxazol ine der i vat ive(LB84068MP) in 02 in terms of the inhibitory effect against 
caspases and the solubility. 

Therefore, the inventive step of claims 1-21 can be acknowledged over 02 [Article 
33(3) PCT]. 

3. Industrial Appl icabi I ity 

The subject-matter of claims 1-19 appears to be industrially applicable. 

The subject-matter of claims 20 and 21 relates to a method of therapeutic treatment and 
a medical use of the formula (1) compound. Concerning the assessment of the industrial 
applicability of the subject-matter relating to therapeutic applications, no unified 
cr i ter ia exist in the PCT. The patentabi I i ty can also be dependent upon the formulat ion 
of the claim [Article 33(4) PCT]. 
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